SUPPLEMENTAL FIGURE 1. Evolutionary conservation of NTE and cysteines in various VDAC-2 proteins. Multiple sequence alignment (MSA) of VDAC-2 sequence from various organisms, generated using Clustal Omega (1,2). Cysteines are highlighted in yellow. Note how those VDAC-2 sequences with an abundance of cysteines also possess additional residues at the N-terminal region (this corresponds to the Nterminal extension (NTE), which we describe in this study). The length of this NTE region varies across various species. Also notable is the existence of sequence variation in the NTE, although all cysteines are highly conserved. NTE could therefore have been acquired by the Cyscontaining VDAC-2 barrel, in the course of evolution. Organisms for which only partial sequence was available have been marked with *. SUPPLEMENTAL FIGURE 2. Evolutionary conservation of cysteines in various VDAC-1 proteins. MSA of VDAC-1 sequence from various organisms generated using Clustal Omega (1,2). Cysteines are highlighted in yellow. The first conserved cysteine (C127 in hVDAC-1) is retained in most species, except in a few plants and yeast. The second conserved cysteine (C232 in hVDAC-1) is restricted to higher mammals, with the notable exception of C. griseus (Chinese hamster), which also shows an overall lower sequence similarity to other mammalian VDAC-1 sequences. Organisms for which only partial sequence was available have been marked with *. -----------------------------------GFGMVKLELKTKSSSGVEFTATGSSNTDTGKASGSLETKYKVKDYGLTFTQKWNTDNTLGTEVSVEDQLAEGLKV .|....|....|....|....|....|....|....|....|....|....|....|....|....|....| SUPPLEMENTAL FIGURE 3. Evolutionary conservation of cysteines in various VDAC-3 proteins. MSA of VDAC-3 sequence from various organisms generated using Clustal Omega (1,2). Cysteines are highlighted in yellow. The first ten organisms (higher mammals) show conservation of all six cysteines, while lower organisms and plants primarily have one conserved cysteine, which is replaced by a conserved serine in the first ten organisms. Organisms for which only partial sequence was available have been marked with *.
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